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tzLxllnsaA sad fiaaflflantlal 


Hay 10 . 1 m 


Manoxiadan tD Buahonp *nd Minohur 

&9I ™ ft afld ausnfcltatlue estimation 


Ne war* asked at Friday'! nesting to sumsriso wbefc wo know of 
aa IAAC papa* dated Marsh 1#*4 making reap—eadationa regarding tba 
agency's poulbU ull of guantltative estimation and pradiotioa 
(“OS?") methods with respect ta eaaoor riaha. This provldaa such 
a a unary. X aa aaaalag it oaiy to you, and laava any further 
distribution te your judgment. 

1. Background . ffs u odor stand that virtually avary ThhC 
vorhino group has included members who want to uaa gap to add 
specificity and punch ta XAhC'e bland qualitative elaaaiflsatioa 
system. Oar consultants baliava that this probably explains tha 
agaaey'a dacialoa ta eosveaa a working group to consldar tba issue. 
We ara, however, continuing to aaplara tba quaatlaa, and it la by 
no maans impossible that tha rapert resulted from u.s. prassuraa. 

2. Tha working group . A group of ai vaa involved, iaoludlng 
10 from tbs O.I. Tha hmsricans included a rapraaantatlva of Jfci, 
ana frwrBPA, ana from NIOfU, two from tha national Znatituto of 
Knviroaaontal Health Seisnoss, and eaa from XLSZ. Thera vara a 
from tba TO (including one from tha Commission's aaviraamantai 06), 
plua ona aaob from swadsn and Horsey. Tba .Norwegian la tba 
country's moat vahamaat anti-smoker, and a farvid uaar of 
guantltativa oatimatae. Tbare vara two each fra Australia and 
Canada, plus ona twiss. Tba Swiss was from WHO in Qanava. Tha 
obairman was ona at the Australians, from tba University of 
Adelaida, hutting aside xx.II, there vaa no ono idantifiable aa 
from industry. Tnsrs appear to have boon no observers. Throe 
others, sll Americans. vers invited but could not atfceod. They 
vart all gwarnmant-rsisted, including another *» raproeoatativo. 
the ssersteriat list includes Boffstta, Tomatis end Vaialo, among 
others. 


3. lAflSll hid at Qh* - The report begins with a description 
of XAAC's general policy of avoiding QAF in the monograph series, 
whicn it largely attributes to uncertainties about QtP's 
reliability whan tha aarias vas initiated. Xt notes that QHF 
involves a *a largo judgmental component* which may aignlfieantly 
l&fluance its results. Tha report observes, however, that I ABC has 
contributed to QBP estimate* outside the meaegrapb series 
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(eriituubly is connection with WltO'l QI» estimates) , cad claims 
tact this la aeaaiatcct with the agency's obligation ta ascertain 
cad present facta regarding rlau is c fashion which will 
facilitate regulatory cad ether action* to prevent ecnecr. Za 
other word*, it ettriiute* eduoatieacl cad policy functions to the 
agency. 

4. naaBflfMh *»rl«* . The report provide* a general 
daaerlption of the history and method* of the mon o g raph ayataa. Zt 
netaa that human cad caiaal data are first evaluated separately sad 
than combined into an overall assessment. Zt also states that the 
monographs have been widely accepted as sound and diapaeelenate 
asaeasmeata, rigorously baaed apes • dance# and that they hove made 
a *strong * contribution to regulatory decision*. 

The report warns, however, that the mono graph evaluations 
Monot be translated ‘directly* into peliey. end that they should 
be only sue relevant factor among many, hi though those other 
fcetera were not spedficelly identified, a regulator eesld by 
implication uao them to justify standards and limits own where a 
monograph asaesameat wars caution* or unclear. 

The report else notes that the monograph process has helped to 
resolve many of the uncertainties ana doubts about on which 
eclated when the series was began. Zn addition, it stetee that, 
outside the monograph process, xhtc haa been conducting studios 
designed to permit quantitative estimates of the effects of low- 
dose espoeuraa. in was not mentioned ai one of the subject* of 
these studies. Overall, however, the group appeared to believe 
thet the original reasons for avoiding QBT are new less forceful. 

5. The vales eed methods of CIO. The report argues that 
quantitativeestimatesandpredictions are im p o r tant both 
scientifically and for purposes of public health policy. Xt 
distinguishes between ‘estimation," which la a direst application 
of existing data about exposure, and ‘prediction, * which is as 
extrapolation to exposure levels about which data do net currently 
exist. “Bstimstions* are feasible tram epidemiological or 
experimental data only in caeca of relatively large risks. The 
report describe* relative risks of 1.10 as the “usual 1 ' lower limit 
of detection in epidemiological stadias, sad states that at suoh 
levels “It oan be difficult to rule cut confounding and other 
biases.* Although tbs report dees net say so, presumably thaas 
difficulties would be multiplied la “predictions.* finally, the 
report acknowledges that QSP results must be aocss^anied by clear 
statements of their assumptions and weaknesses, and that they any 
sometimes be only tentative. 

The report offers lengthy discussions both of tho dote needed 
for QtP and of the methods which may be used. Among other things, 
it acknowledge* thet extrapolations from high to low dose exposures 
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involve "uncertainty, * encourage* tbe identification of eonfousdare 
«ad aadlfyiag fteten, and itetu that physiologically-baaed 
pharnaookinetlc Modeling ia "potentially- el graet value in Q». 
tt stats* a hat accurst* exposure data ara "ssaantial" for reliable 
QtV sstlaatss, and that extrapolations between populations east 1 m 
aide with "caution.* 


«. i|egMi ditlM| . The report reeoandi that tba aonograpb 
aorioa should uAi altar ad, aad that QBP a boa Id not bo a aad. In 
thss, but arena eha inaluaioa of nora and bettor quantitative 
eetlantes and data. In other words, the monograph* ahould do a 
bettor job of facilitating aeparata OD setimataa and predictions. 
Moreover, the report recooaenda that X1B£ ahould prepare QXP 
eatiaataa for aeleeted carcinogens about which extensive data ara 
available/ and publlab than separately from the eoaograph aeriea. 
Mo specific carcinogens vara suggested tax this purpose. It alto 
reeoaaend* effort* to develop iaprovod exposure aaaanranoAte, 
including the tea of biological markers, and the conduct of atudiee 
•paolfieally daaignod to ananl&o riche at lav exposure levels. The 
report also encourage* iaxc to eonduet selentifio Meetings aad 
training progress regarding the proper nae of QBP aethoda. 


7 . cdm 1 m 1 m» . Unsurprisingly, the essence of the report la 
an encouragement to 1MC to use QBP sera widely and forcefully, and 
to faoliicata its use by MHO .and regulators. Blvea the frailties 
of the process, and its susceptibility to abuse, this ia not good 
nova. On the other hand, the report at leaat catalogs the 
weaknesses of 01? and encourages a greater and nora oonalotaat 
decree of profeaeianalltM and responsibility. Many of the warnings 
and caveat* identified by the report (although not always 
highlighted) ara precisely those we have long suggested. 


Me assume that the report vill in due course be published 
(there, ia character istically a delay of several Months to a year), 
and, ones it is, the report nay be e useful source of evidence 
regarding the weaknesses and hasardi of QBP. 


Charles Lister 


-Kw^T-ra^wT^etti m Ewnans awa NaumncD unwj hisi wei-Aou-ei 


2029260797 


Source: https://www.industrydocuments.ucsf.edu/docs/ysdc0003 


2029260797 



